Application No. 09/214,851 
Atty No. 62805.000005, (Old No. 031 780.0035) 

REMARKS 

The Office Action mailed September 9, 2002 has been received and carefully considered. 
Applicants appreciate the Examiner's comments regarding claim priority, the missing sequence 
listing and abstract. Applicants have provided a sequence listing per 37 C.F.R. 1.821 through 
1 .825 and an abstract on a separate sheet as requested. Applicants have also requested the 
Examiner kindly insert a statement concerning the Cross Related Applications to clarify the 
priority of the application. No new matter is added as a result of these amendments. Support for 
the changes may be found for instance on page 17, line 5 through page 19, line 7, page 9, line 8 
through page 10, line 21, and throughout the application as originally filed. Claims 5, 10, 14, 15, 
24, and 37 stand withdrawn from consideration as non-elected species and claims 6, and 31-33 
stand withdrawn from consideration as being drawn to non-elected subject matter. Applicants 
believe the current amended claims and remarks below address the Examiner's remaining 
concerns. Additionally, a copy of an Abstract is attached as Appendix C. 

Claims 30 and 38 were objected to due to improper multiple dependency and the use of 
the phrase "regulating inhibition" respectively. These objections have been addressed through 
amendment/discussed below. 

Claims 34-36 were rejected under 35 U.S.C. § 1 12 and § 101, as being indefinite and not 
"setting forth any steps involved in the process." Claims 11-13, 16, 21-23, and 38 were rejected 
under 35 U.S.C. § 1 12, second paragraph for failing to particularly point out and distinctly claim 
the subject matter which the Applicants regard as the invention. 

Claims 1-4, 7-9, and 21-23 were rejected under 35 U.S.C. §102(b) as anticipated by the 
Maenpaa et al. article (Biochemical Pharmacology, Vol. 48, No. 7. pp. 1363-1369 (1994)). 
Claims 11-13 and 16 were rejected 35 U.S.C. § 102(b) as anticipated by the Gamitskij et al. (SU 
1803032, based on an oral translation). Claims 7-9, 21-23, and 34-36 were rejected under 35 
U.S.C. § 102(b) as being anticipated by the Mays et al. article (Clin. Pharmacol. Then, Vol. 42, 
No. 6, pp. 621-626(1987)). 

Claim 38 was rejected under 35 U.S.C. § 103(a) as being obvious over Gamitskij et al. in 
view of Modi et al. (U.S. 5,653,987). 

The rejections, to the extent applied against the claims as amended, are respectfully 
traversed. 
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Objections 

Claim 30 has been amended to address the multiple dependency. 

Claim 38, according the USPTO should read, "inhibiting the metabolism" rather than 
"regulating inhibition." Applicants thank the Examiner for the suggestion and have amended the 
claim to reflect the language found in the specification. Therefore, Applicants respectfully 
request the USPTO withdrawal the objection. 

Rejections Under 35 U.S.C. § 101 

Claims 34-36 which stand rejected under 35 U.S.C. § 101 have been canceled and the 
rejection is therefore moot. 

Rejections Under 35 U.S.C. S 112 qiZ 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
- claiming the subject matter which the applicant regards as his invention. 

Claims 1 1-13, 16, 21-23 and 38 stand rejected under 35 U.S.C. § 112, second paragraph, 
as containing subject matter which fails to particularly point out and distinctly claim the 
invention. Applicants appreciate the Examiner's suggestions and believe that the claim 
amendments now provide the proper antecedent basis and further clarifying the claimed 
invention without altering the scope of the claims. 

Applicants respectfully request that this rejection be withdrawn in view of the claim 
amendments. 

35 U.S.C. §102fb) 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in a public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

Applicants submit that the amendment to claims 2, 1 1, 21, 38 and those which depend 
there from have obviated the rejections submitted by the Examiner. The claimed invention is 
directed toward a compositions or methods for regulating the metabolism of nicotine. To 
constitute anticipation, all material elements of the claim must be found in one prior art source. 
(In re Marshall, 577 F.2d 301, 198 U.S.P.Q. 344 (CCPA 1978)). Likewise, a "claim is 
anticipated only if each and every element as set forth in the claim is found, either expressly or 
inherenUy described, in a single prior art reference." (Verdegaal Bros. v. Union Oil Co. of 
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California. 814 F.2d 628, 631; 2 U.S.P.Q.2d 1051, 1053 (Fed. Cir. 1987). The rejections, to the 
extent applied against the claims as amended, are respectfully traversed. 

Applicants provide further explanation as to why the references no longer apply to the 
claims as amended. On page 6 of the Office Action, claims 1-4, 7-9, and 21-23 were rejected 
under 35 U.S.C. § 102(b) because "Maenpaa et al. discloses studies to determine the effect of 
methoxsalen on coumarin 7-hydroxylation in humans by administering 45 mg of a compositions 
comprising methoxsalen to five human subjects." Applicants contend the reference does not 
suggest that such a pharmaceutical composition could regulate the metabolism of nicotine to 
cotinine as required by the claim. As claim 2, now depends on none rejected claims 1 1 or 17, 
with regard to this reference the rejection is respectfully obviated and Applicants request the 
rejection be withdrawn. 

The Examiner also rejected claims 21-23, using the same reference. Applicants contend 
that claim 21 is directed to a pharmaceutical composition comprising an effective amount of a 
composition to regulate the metabolism of nicotine to cotinine wherein the composition 
comprises at least two substances, at least one substance which selectively inhibits CYP2A6 and 
at least one substance which inhibits CYP2B6. Applicants, respectfully point out that in order for 
the reference to be considered anticipatory it must address every limitation found in the claim. 
As the Examiner astutely noted Maenpaa et al. teaches the administration of methoxsalen. 
Claims 21-23 require the use of a substance which selectively inhibits CYP2A6 and a substance 
which selectively inhibits CYP2B6. Maenpaa neither discloses or suggests the use of a substance 
which would selectively inhibit CYP2B6. Applicants respectfully request the rejection be 
withdrawn. 

On pages 6 to 7 of the Office Action, the USPTO rejected claims 1 1, 12, 13, and 16 as 
anticipated by Gamitskij et al. (SU 1803032) based upon an oral translation of the reference. The 
USPTO contends that "Gamitskij et al. disclose a method for treating abstinence syndrome in 
tobacco dependence, the method comprising administering an effective amount of (0.2-0.5 ml) a 
1% solution of pilocarpine HCL to the tongue of a human." (see. Office Action page 7). 
Applicants contend that the abstract is an insufficient reference. Applicants request the Examiner 
provide a full translation of the document from which the abstract is taken from if the Examiner 
wishes to use the reference. The Board recently held: 

[w]hen Applicants or their representatives cannot read the non-English 
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language, however, they may not be able to form an adequate 
understanding of the reference to rebut the rejection on the merits or to 
amend the claims to avoid the reference. In such cases. Applicants should 
insist that the examiner provide a translation before a final rejection is 
entered, seeking supervisory intervention if necessary. {Ex parte Bonfils, 
64 U.S.P.Q.2d 1456, 1461 (Bd. Pat. App & Interf. 2002)(Emphasis 
Added)(5e^ also infra. Ex parte Gavm)(copies provided). 

Additionally, the Board held: 

Generally an abstract does not provide enough information to permit an 
objective evaluation of the validity of what it describes. Thus, an abstract 
is even less reliable a basis to extrapolate the alleged teachings of the 
underlying document to different circumstances . . . , Citation of an 
abstract without citation and reliance on the underlying scientific ( 
document itself is generally inappropriate where both the abstract and the / 
underlying document are prior art. (Ex parte Gavin, 62 U.S.P.Q.2d 1680, 
1684 (Bd. Pat. App & Interf. 2001)(Emphasis Added). 

Applicants request the Examiner utilize her discretion under MPEP 90§TOl(d) to obtain a written 
translation of the underiying document if the rejection is maintained. In the absence of a 
translation. Applicants respectfully request the rejection be withdrawn. 

On page 7 of the Office Action, the USPTO rejected claims 7-9, 21-23 and 34-36 as 
being anticipated by Mays et al. To the extent applied against the claims as amended Mays et al. 
does not anticipate the current claim limitations. The Examiner states that Mays et al. "disclose a 
method of studying the effect of methoxsalen on caffeine metabolism by treating nonsmoking 
volunteers with psoriasis with an oral dose of 1.2 mg/kg methoxsalen." Applicants contend the 
reference does not suggest that such a pharmaceutical composition could regulate the metabolism 
of nicotine to cotinine as required by the claim. As clearly stated in the abstract and the top of 
page 622, second column, this study was performed on nonsmokers. This reference may in fact 
be viewed as teaching away from the claimed invention. Additionally, the treatment of psoriasis 
is not through chronic dosing, requires higher dosages of the methoxsalen, and acts through 
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photosensitivity. 

Applicants contend that claim 21 is directed to a pharmaceutical composition comprising 
an effective amount of a composition to regulate the metabolism of nicotine to cotinine wherein 
the composition comprises at least two substances, at least one substance which selectively 
inhibits CYP2A6 and at least one substance which inhibits CYP2B6. Applicants respectfully 
point out that in order for the reference to be considered anticipatory it must address every 
limitation found in the claim. As the Examiner noted Mays et al. teaches the administration of 
methoxsalen. The claims 21-23 require the use of a substance which selectively inhibits CYP2A6 
and a substance which selectively inhibits CYP2B6. Mays neither discloses or suggests the use 
of a substance which would selectively inhibit CYP2B6. Applicants respectfully request the 
rejection be withdrawn. 

35 U.S.C. §103(a) 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the 
prior art are such that the subject matter as a whole would have been obvious at the time the invention 
was made to a person having ordinary skill in the art to which said subject matter pertains. Patentability 
shall not be negatived by the manner in which the invention was made. 

On pages 9 of the Office Action, the USPTO purports that claim 38 is obvious over 
Gamitskij et al. in view of Modi et al. The Examiner admits that Gamiskij does not disclose 
adding an effective amount of a substance which 'inhibits' the metabolism of pilocarpine" and 
cites Modi et al. for the disclosure of antioxidants to pharmaceutical agents to prevent 
degradation of the agent. As Gamitskij is not a proper reference, and Modi et al. does not 
disclose the information purportedly found in Gamitsky, Applicants respectfully request the 
rejection be withdrawn. 

CONCLUSION 

Applicants assert that the above-referenced application is in condition for allowance. 
Reconsideration and allowance of all pending claims is respectfully requested. Should any 
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outstanding issues remain, the Examiner is invited to telephone the undersigned at 202-955- 
1500. 

Respectfully submitted, 
HUNTON & WILLIAMS 




fenc 



H. Fosorske 
Regisdf&tion No. 34,698 
Jeffrey T. Perez 
Registration No. 52,110 



1900 K Street, N.W., Suite 1200 
Washington, D.C. 20006-1 109 
Tel: (202) 955-1902 
Fax: (202) 778-2201 

Dated: ^tx>A ^.7^^ 
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Appendix A - Redline Version of the Claims 

1. (Cancelled). 

2. (Amended) T he method defin e d in of claim 11 or 17. wherein CYP2A6 is selectively inhibited 
using one or more of the following (i) substances which inhibit CYP2A6 activity; or (ii) 
substances which inhibit transcription and/or translation of the gene encoding CYP2A6. 

3. (Cancelled). 

4. (Cancelled). 

7. (Cancelled). 

8. (Cancelled). 

9. (Cancelled). 

11. (Amended) A method for treating a condition requiring regulation of nicotine metabolism to 
cotinine in an individual comprising administering to th e subiect said individual an effective 
amount of a substance which selectively inhibits CYP2A6. 

12. (Amended) The method d e fin e d ing f claim 1 1 , wh e r e in th e substanc e is comprising at least 
one compound substance having a lactone structure with a carbonyl moiety. 

13. "(Amended ) The method defined ing f claim 11, wherein the substance is at least one 
substance is member sel e cted from the ^roup consisting of coumarin. furanocoumarin, 
methoxsalen, imperatorin, psoralen, a-naphthoflavone, isopimpinellin, P-naphthoflavone, 
bergapten, sphondin, coumatetralyl (racumin), (+ )-cis-3 ,5-dimethyl-2-(3-pyridyl)-thiazolidim- 
4-one, naringenin and related flavones, diethyldithiocarbamate, N-nitrosodialkylamine, 
nitropyrene, menadione, imidazole antimycotics, miconazole, clotrimazole, pilocarpine. 
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hexamethylphosphoramide, 4-methylnitrosamine-3-pyridyl-l -butanol, aflatoxin B, analogs 
thereof and derivatives thereof. 

16. (Amended) T he method d e fined ino f any one of claims 11-15, wherein the condition is 
dependent or non-dependent tobacco use. 

21. (Amended) A pharmaceutical composition for us e in treating a condition requiring regulation 
of nicotine metabolism to cotinin e c omprising an amount e ffective amount of a TiUbstance tg 
regulate the metabolism of nicotine to cotinine w hieh -wherein at least one substance selectively 
inhibits CYP2A6 and- an effective amount of an at least one substance inhibitjoi^ CYP2B67 
andyor 

a pharmac e utically acc e ptable carri e r, diluent, or e xcipient . 

22. (Amended) T he composition d e fined infl f claim 21, wherein th e substanc e 
compris e s comprising at least one substance having a lactone structure with a carbonyl moiety. 

23. (Amended) The composition d e fined ino f claim 21, wherein the substance comprises at least 
one momher selected from the group consisting o f substance is coumarin, furanocoumarin, 
methoxsalen, imperatorin, psoralen, a-naphthoflavone, isopimpinellin, P-naphthoflavone, 
bergapten, sphondin, coumatetralyl (racumin), (+ )-cis-3 ,5-dimethyl-2-(3-pyridyl)-thiazolidim - 
4-one, naringenin and related flavones, diethyldithiocarbamate, N-nitrosodialkylamine, 
nitropyrene, menadione, imidazole antimycotics, miconazole, clotrimazole, pilocarpine, 
hexamethylphosphoramide, 4-methylnitrosamine-3-pyridyl-l -butanol, aflatoxin B, analogs 
thereof and derivatives thereof. 

30. (Amended) The method defin e d in any one of claims 25-29, wherein the condition is 
dependent or non-dependent tobacco use. 

34. (Cancelled). 

35. (Cancelled). 
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36. (Cancelled). 

38. (Amended) A method for treating a condition requiring regulation of nicotine metabolism to 
cotinine in an individual comprising administering to th e subi e ct said individual : (a) an effective 
amount of a first substance which selectively inhibits CYP2A6; and (b) an effective amount of a 
second substance which is capable of regulating inhibition inhibiting the metabolism of the first 
substance. 

39. (New) The method of claim 11. wherein the substance is methoxsalen or derivatives thereof. 

40. (New) The method of claim 16. wherein the substance is methoxsalen or derivatives thereof. 

41. (New) The method of claim 38, wherein at least one of said substances is methoxsalen or 
derivatives thereof. 

42. (New) A method for reducing nicotine intake comprising administering to the subject in need 
of reduced nicotine intake a substance which selectively inhibits CYP2A6. 

43. fNew^l The method of claim 42 comprising another substance capable of regulating inhibition 
of the first substance. 

44. rNew) The method of claim 42. wherein said substance delavs metabolism of nicotine to 
cotinine. 
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Appendix C 



Abstract 

The invention relates to methods and compositions for regulating nicotine 
metabolism. Also provided are methods for screening and assessing substances for regulating 
nicotine metabolism. Methods are provided for assessing nicotine metabolism. 
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Appendix B - Redline Version of the Specification 

At page 10, line 22 extending to page 11, line 4: 

Substances which inhibit transcription and/or translation of the gene encoding CYP2A6 
include a nucleic acid sequence encoding the CYP2A6 gene (see Figure 2A, Genbank Accession 
No. HSU22027 (SEP ID NO:l)) or parts thereof (e.g., the region which is about 20 nucleotides 
on either side of nucleotide 790 (ATG), and the splice sites 1237, 2115, 2499, 3207, 4257, 4873, 
5577, and 6308), inverted relative to their normal orientation for transcription - i.e., antisense 
CYP2A6 nucleic acid molecules. Such antisense nucleic acid molecules may be chemically 
synthesized using naturally occurring nucleotides or variously modified nucleotides designed to 
increase the biological stability of the molecules or to increase the physical stability of the 
duplex formed with CYP2A6 mRNA or the CYP2A6 gene. The antisense sequences may be 
produced biologically using an expression vector introduced into cells in the form of a 
recombinant plasmid, phagemid, or attenuated virus in which antisense sequences are produced 
under the control of a high efficiency regulatory region, the activity of which may be determined 
by the cell type into which the vector is introduced. 

At page 12, line 25 extending to page 13, line 2: 

Substances which inhibit transcription and/or translation of the gene encoding CYP2B6 
include a nucleic acid sequence encoding the CYP2B6 gene (see Figure 2B, GenBank Accession 
No. HSP452B6 for the mRNA sequence of CYP2B6 (SEP ED N0:2) , or parts thereof (e.g., the 
region which is on either side of nucleotide 9 (ATG), and the sites 111, 274, 424, 585, 762, 904, 
1092, and 1234 nt), inverted relative to their normal orientation for transcription - i.e., antisense 
CYP2B6 nucleic acid molecules. Such antisense nucleic acid molecules may be produced and 
introduced into cells using conventional procedures as described herein. 
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At page 47, lines 12-16: 



Assay 


Name 


Sequence (5'-3') 




F4 


CCTCCCTTGCTGGCTGTGTCCCAAGCTTAGGC (SEO ID NO: 8) 


CYP2A6*2 (v,) and 


R4 


CGCCCCTTCCTTTCCGCCATCCTGCCCCCAG (SEO ID NO: 9) 


CYP2A6*3 (vj) 


E3F 


GCGTGGTATTCAGCAACGGG (SEO ID NO: 10) 




E3R 


TCGTGGGTGrrn CCTTC (SEO ID NO: 1 1) 
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